Dear Editor, With great interest we read the letter by Falcone et al. [1] in which an independent association between the survival of septic shock from community-onset pneumonia and treatment with chronic low dose aspirin and macrolides is reported. The authors hypothesize that the anti-inflammatory effects exerted by these drugs may explain the decreased mortality. It is indeed conceivable that agents interfering with the pathogenesis of sepsis through modulation of inflammation and coagulation may improve the outcome in sepsis. However, for aspirin treatment we would like to argue that it is more likely that this is related to an augmented pro-inflammatory response rather than to anti-inflammatory effects.
Perhaps counter-intuitively, aspirin increases the proinflammatory cytokine response after whole blood stimulation with endotoxin in healthy volunteers [2] . Other non-steroidal anti-inflammatory drugs, such as ibuprofen, have also been shown to significantly augment levels of the pro-inflammatory cytokines TNFα, IL-6, and IL-8 following intravenous administration of endotoxin in healthy volunteers, by 3.9-, 3.1-, and 2.9-fold, respectively [3] . As prostaglandins are known to attenuate (innate) pro-inflammatory cytokine production at the transcriptional level [4] , it appears plausible that the pro-inflammatory effects of these COX inhibitors are mediated by attenuation of prostaglandin production. Therefore, patients on chronic low dose aspirin may exhibit an augmented pro-inflammatory cytokine response to invading pathogens. This enhanced initial cytokine response likely results in more effective clearance of bacteria [5] , whereas an initially less pronounced pro-inflammatory cytokine response may result in ineffective microbial killing, leading to an increase of the bacterial load, ultimately causing more pronounced activation of the immune response, septic shock, organ failure, and increased risk of death [6] .
Taken together, we propose that the observed association of chronic low dose aspirin use and improved survival in patients admitted to the ICU with infectious diseases may rather be the result of an augmented proinflammatory cytokine response and pathogen clearance, as opposed to the assumed anti-inflammatory effects.
